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action with respect to cancer target-cells where the 
conjugated particles were bound by chemical bond 
and exhibiting resistance against proteases and other 
enzymes of biological fluids. Method of conjugate 
preparing involves interaction of protein or biologically 
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active substance containing amino-group with suc- 
rinylimidyl-trans-4^N-maleiimidylmethyl)- 
cyclohexane-l-car-boxylate followed by cross- 
linking of the prepared derivative with biologically ac- 
tive substance or protein part of $$$-fetoprotein, 
respectively, by SH-groups. The latter can be incor- 
porated additionally using 3— (2— pyridyldithio)— 
propionic acid succinimide ether. Variant condensation 
of amino-groups of protein with aldehyde group of 



biologically active substance (parent or incorporated 
additionally after activation with periodate) followed by 
reduction of semiproduct with boron hydride. Phar- 
maceutical composition has effective amount of 
conjugate and carrier that can be useful for intrave- 
nous administration. Calichemycin is preferable active 
substance in conjugate. EFFECT: improved method of 
preparing, enhanced effectiveness of treatment 
blblbll 
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M3o6peTeHne OTHocvrrca k ct)apMaKonorMM, k 

kl3blCK3HMK> npiiHUHnna/lbHO HOBblX np0TWB0p3K0BblX 

neKapcTBeHHbix cpeflOB HanpaBneHHoro asmctbmr 

TpaHcnopT aKTXBHbix MoneKyn k ocoSwm 6nono- 
rviHecKMM ueHTpaM 6bm npeanoweH eme b TpyAax 
Spnwxa 6onee 100 neT H33aA TaKOM npuHunn ao/dkch 
npuBOAWTb k HanSonbiueii 3(J)(J)eKTviBH0cni m hsm- 
MeHbixiHM no6oHHbiM agmctbhhm jieKspcreeHHbix 
cpeACTB. 3tot npMHuwn ocoGeHHO Ba>KeH Ann ohko- 
nornn t rj\e b KSHecrae neKapcTBeHHOM ochobw mc- 
nonb3yK)TCfl TOKCMHecKvie BetnecTBS. 

OcyiuecTBJieHne 3toi~o npMHUnna A^fl OHKonorviM 
CTano B03MO>KHbiM nyreivi C03j\BHm MCKyccTBeHHbix 
MaKpoMoneKyn, coctoalumx W3 BeKropHOPi, cneuwcfui- 
MecKOM k paKOBbiM KneTxaM Mac™, m HecneuMcj)M4ecK0M 
HacTM, coAep>KaLueM umoTOKCMHecKoe cpeAcreo. B 
stom cnynae nomoLueHne neKapcrea KneTxaMM npo- 

MCXOAMT He AHCt)(J)y3HOHHblM, CTSTMCTMHeCKMM 06pa30M, 

KaK b c/iynae HH3KOMoneKynflpHbix Bemecre, a nyreM 

3HAOUMT03a M TOJlbKO TeMM KneTKaMM, KOTOpbie MMeiOT 

cpeAcreo k BeKropHOM sacm flswe ecnn BeKTopHaa 
MaKpoMoneKyna pacnaAaeica Ha cocrsBHbie hsctm He 
BHyrpM, a Ha noBepxHocrvi KneTOK— MMiueHeM m ne- 
KapcTBo nonaAaeT b KneTxy He b pe3ynbTaie 3hao- 
umo3a r a o6biHHbiM o6pa30M, to oho 6yAeT npoflBnnTb 
b pe3y/ibTaie ocymecreneHHoPi aoctsbkm k KneixsM— 

MMLLieHflM M36MpaTeJlbHyK) TOKCMMHOCTb B OTHOLUeHMM 
3TVIX KJieTOK 

ripe>KAe Bcero stvi npuHUMnnanbHO HOBbie ne- 
KapcTBeHHbie cpeACTBa HanpaBneHHoro AewcTBua 
6binn C03AaHbi Ha ocHOBe MOHOKnoHanbHbix v\ no- 
nuKnoHaxibHbix aHTMTen (BeiaopHan nacTb). B pe- 
3ynbTaie 6binn nonyneHbi pa3/iMMHbte MMMyHOKOKb- 
roraTbi c npoTMBOonyxo/ieBbiMM aHTn6noTMKaMM, pac- 
TvrrenbHbiMM m 6aKTepnanbHbtMM TOKCMHaMM m ap 
npoTMBOonyxoneBbiMM BeinecreaMM. 

TaKaa npocTan cxeiwa co3AaHnn HOBbix npoTM- 
BopanoBbix cpeACTB Ha npaKTviKe CTO/iKHynacb co 
MH0>necTB0M peanbHbix TpyAHOcrew. YK3>xeM Ha He- 

KOTOpbie M3 HMX 

ripo6neMbl, CBfl33HHbie C nOBepXHOCTHbIM pSKOBblM 

aHTvireHOM: cneuncJ)MHHOCTb paKOBoro aHTureHa. Oh 
Aon>KeH npucyrcTBOBaTb Ha paKOBbix KneTxax m ot- 
cyTCTBOBaTb Ha HopManbHbix KneTxsx CwryauMfl oc- 
no>KHfleTca Tewi, mto MHome amvireHHbie MapKepbi, 
HaxoA^LMMecfl Ha noBepxHocrvi KneTOK, ceKpeTvipyKxrai 
bo BHeKneTOHHyto cpeAy, npuBOAfl k KOHKypeHUMM 
Me>KAy aHTureHOM Ha noBepxHocrvi m ceKpeTMpyeMbiM 
Af. cnoco6HOCTb cneuMctwsecKoro paKOBoro Ar 
noABepraTbca 3HA0UMT03y. 

npo6neMbi, CB«3aHHbie c KOHcrpyKunePi BetcropHOM 
MaKpoMoneKyjibi. 

KoKbHDrauMR AByx sacreM MaKpoMoneKyjibi c no- 
MOinbK) KOBaneHTHOM CBA3M 3343cryK) npuBOAnna: K 

yMeHbUJeHMK) 3(J)(t)eKTMBH0CTVI Hecnei4MCj)MMeCKOM 
MaCTMi K yxyALUeHMK) CBOMCTB BeKTOpHOM HaCTVI 

yMeHbiueHMK) cpoACTBa Ar k AT, yMeHbaieHMK) cno- 
co6hoctm k 3HA0UMT03y; nonyneHMK) Mano- wnn He- 
pacTBopuMbix b TpaAMUMOHHbix pacTBopnTen«x npo- 

AyKTOB. 

flpn 3tom MOiyr OAHOBpeMeHHO yxyAiuaTbCfl m 



niodbie coneTaHMfl yKa3aHHbix cbomctb. 

3m npo6neMbi npuBenn k C03AaHMK> ue/ioro p«Aa 
n3o6peTeHMM, nocBflmeHHbix MCKntOHMTenbHO npuH- 
UwnaM KOHCTpynpOBaHMfl BeKropHbix MaKpoMoneKyn, 
npuMeM oco6oe Mecro b hmx yAerifl/iocb, npuHutinaM 
CBA3M AByx Hacreil ripeAnoHTeHwe npn stom OTAa- 
Banocb jia6nnbHbJM csmm TMna rnAponn3yeMbix 
KOBa/ieHTHbix xvtMMHecKMx CBJi3eM, o6pa3yK)iunxca B T. 4. 
c noMOLUbK) cneunanbHbix "cnewcepoB" (naT. CLLIA N 
4485093, Kn. A 61 K 39/00, 1984), pa3pyiuaeMb!M 
CBfl3flM noA AefiCTBMeM o6fiyHeHMfl CBeTOM (EBP. nar N 
129434) m HeKOBaneHTHbiM TunaM CBA3eM, Tvina AP-AT, 
npuseM b nocneAHeM cnysae wcnonb3yiOTCfl AOBonbHO 
cno>KHbie KOHopyKUMM (Hanpuwiep, EBP naT. N 129434, 
Kn. A 61 K 39/44 m AP- 1 no MAee, 3aKnK>seHH0M b stmx 
M3o6peTeHMflx, Taicne ivinbi na6nribHoro CBfl3biBaHMfl 
Aon>KHbi OAHOBpeMeHHO oSecneHMBaTb CTa6nnbH0CTb 
MaKpoMoneKynw b npoqecce TpaHcnopTa m, ecnw He- 

OSXOAMMO, 3HA0UMT03a, M (J)yHKUMOHanbHyK) He33BM— 

CMMOCTb b npouecce unTOTOKCMnecKoro agmctbha 
neKapcTBeHHoro BeiMecrea. 

TaKMM 06pa30M t MCXOAHbie CBOMCTBa KOHtJOrVI- 

pyeMbix Hacrew, xapaiaep n cnoco6bi KOKbtorauwn b 
6onbiuwHCTBe cnynaeB HenpeACKa3yeM0 BnMfltOT Ha 

KOHeMHbIM pe3ynbTaT, M C06CTBeHHO COCTaB/lfltOT 

npeAMeTbi n3o6peTeHMM. 

npo6neivia co3AaHnn BeKropHbix MO/ieKyn Ha oc- 
HOBe AT HBJiflK>TCfl o6lummh m Ana npeAnaraeMoro 
HOBoro noAxoAa k co3AaHMK) BeicropHbix neKapcr- 

BeHHblX cpeACTB. 

OSlUMM HeAOCTaTKOM HMMyH0KOH"blOraT0B flBJlfleTCfl 

to, hto mx noBTopHoe BBeAeHne M0>KeT cnpoBOunpo- 
BaTb MMMyHHbie peaKUMn opraHH3Ma. riosToiviy Bee 

SOflbLUee BHMMaHMe npMB/ieKaeT B03MO>KHOCTb C03- 

AaHMfl A^fl BAB BetaopoB Ha ocHOBe OHKOcfieTanbHbix 
6enKOB m c{)aKTopoB pocra, flB/iflK)LUMXc« (J)M3nono- 
rusecKHMn nnraHAaMM cooTBeTCTBytoinMX peuenTopoB, 
nnoTHOCTb KOTopbix ocoSeHHO BbicoKa Ha onyxoneBbix 
KneTxax. 

CpeAM OHKO(J)eTanbHbix 6enK0B, k KOTopbiM otho- 
CHTCfl paKOB03M6pnoHanbHbiM aHTureH, n/iaueHTapHan 
LuenoHHaa cJ)0CcJ)aTa3a, ajibcj^a, 6eTa, raMMa n oc- 
hobhom (JjeTonpoTeMHbi, naHKpeaTMHecKMM cJ)eTanbHbiM 
6enoK m AP- Haw6o^ee nepcneKTMBHbiM b KaHecree 
BeKTopa Ann uMTOTOKCunecKnx npenapaTOB npeAC- 
TaBJineTca a/ib(})a-ct)eTonpoTeMH (A<t>n), t. k. oh cne- 
UncJ)MHecKM CBfl3biBaeTca m 3HA0unTnpyeTCfl onyxo- 
xieBbiMM KneiKaMM, b to Bpeivin KaK ypoBeHb era pe- 
uenTopoB Ha HopManbHbix Kneixax nenoBeKa oneHb 

HH30K. 

AOfl 6enoK f crrpyKTypa m CBOMCTBa KOToporo xo- 
poujo M3yHeHbi. Oh coctomt m3 oahom nonnnenTMAHOM 
cy6teAHHnubi. Ero MoneKynnpHan Macca 74 Kfl. Act>n 
C0Aep>KMT ymeBOAHWM KOMnoHeHT, cocTaB/ifltoaiMM ot 
3 ao 4,3% B cocraB yrneBOAOB, CB«3aHHbix c Acbfl, 
bxoamt r/iK)K03a, ranaKT03a, M3HH033, N- 
ai4eTvuimK)K03aMk!H m cuanoBaa KucnoTa. AOfl coctomt 

M3 590 aMMHOKMC/lOTWblX OCTaTKOB, COAep>KMT 32 

UMcreMHOBbix ocrraTKa, ho He a>Aep>KWT CB060AHUX SH- 
rpynn, coAep>KMT 1 N-CB«3aHHbiM c acnapaniHOM 
rnMKaH b nonomeHMM 23Z CHMTaK>T, mto MMKporeTe- 
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poreHHOCTb AOfl CBJuaHa c cocraBOM muKaHa. B 
nepBMHHOM crpyioype BbiflenflioT 3 AOMeHa, npMHeM 
nepBbiii roMonorvmeH aHanoniMHOMy AOMeHy Mbiwew m 
m Kpwc. CneuncJ)MMecKMe (J)yHKUwn AOI1, Kacaiomnecfl 

CBH3bIBaHMfl 3CTp0reH0B, OnpeAeflfltOTCfl 1-blM ao- 

MeHOM. roMonorvifl AOI1 c a/ib6yMMHOM cocraB/ifleT 
35-40% ho c 38 no 1 19 ocraTOK y AOn roMonorviM c 
ApyrMMM 6eriKaMM Her 

HaKonneHne A<t>n b Knen<ax npowcxoAUT b pe- 
3ynbTaTe peuemop-onocpeAOBaHHoro 3HAOuwT03a 
3Toro 6enKa. C noMOinbK) sneKrpoHHOM MHKpocKonwn 
6bino noKa3aHO, hto KOBa/ieHTHOCBfnaHHbie KOKbioraTbi 
Act>n c nepoKCMAa30M xpeHa (nocneAHflfl ncnonb30- 
BaHa Ann BW3yajiM3aunM AOI1) b npouecce 3HAOUMT03a 
CHanana o6Hapy>KMBaK)TCfl b KnaTpwHOBbix Be3MKynax, 
3aTeM b 3HA0C0Max n b CKnaA^aTbix MeMSpaHax 
ueHTpanbHoPi o6nacrrw annapaia l~ojibA>KM, b to Bpeivw 
KaK HMHHbiM a/ib6yMMH nocne MHTepHanw3auMM (cre- 
neHb ero MHTepHanw3auMM oneHb HH3Ka) o6Hapy>KM- 
Bancji b nn3ocoMax. nocne MHTepHann3ai4HM ocHOBHaa 
sacTb AOfl He noABepraeTca AerpaAauMM, BHOBb 
BbiAe/ifleTCfl b 3KCTpa— KneTOHHyio cpeAy, t. e. A<t>n 
noABepraeTC^ peL^MKnupoBaHHK). l~loKa3aHO mckhk)- 
HkrrenbHO BbicoKoe coAepwaHMe peuemopa AcDn b 
onyxonflx 

Han6onee 6jim3kmm k npeAfiaraeMOMy (npoTOTvin) 
HBJifleTca TexHunecKoe peiueHne, npeACTaBnatomee 
co6om KOHttoraTbi BAB c Acf>n, o6naAaK>mne H36n- 

paTe/lbHblM AGMCTBMeM nO OTHOLLieHMK) K p3K0BblM 

KfieTKaM— MMLUGH51M (3aflBKa PCT N 94/19021, Hau. 
naieHTbi b yKa3aHHbix crpaHax nonyneHbi), b kotopom 
KOKbtornpoBaHHbie sac™ coeAMHeHbi naS^mbHOM 
nemviAHOM CBJUbio. 

B 3aflB«e noApo6HO onucaH cnoco6 BbiAeneHkia, 
ohmctkm m A3na xapa KTepMcniKa AOI1 nenoBeKa, a 
TaioKe onucaHbi cnoco6bi nonyneHMfl KOHtroraTOB KaK 
no 6enKOBoPi, TaK n yrneBOAHOM sacTM AQI~I, npunewi b 
o6omx c/iyHaax C03AaK)TCfl na6wibHbie nenTMAHbie 

CBA3M. 

Cnoco6 nonyneHM^ KOHbioraTOB BAB c AOI1 nyreM 
M0AncJ)MKauMM 6eriKOBOM nacTM A<X>n (npMHflT 3a 
npoTOTvin Anfl npeAnaraeMbix choco6ob) coctomt bo 
B3anMOAePic7BMn aMHHO- mjim Kap6oKcmbHbix rpynn 

BAB COOTB GTCTBe H H 0 CO CB060AHblMM Kap60KCMJlbHblMM 

mtih aMMHO-rpynnaMU 6e/iKa c noMOinbto KapSoAMM- 
MMAa, nn6o ero npoM3BOAHbix 

B n3BecTHOM TexHunecKOM peaieHMM npwTH3aHMfl 
pacnpoapaHflK)TCfl m Ha (JjapMaueBTMHeooie KOMno- 
3MUMH Ha ocHOBe yKa3aHHbix Bbime KOHttoraTOB b 
3cJ)cJ)eKTViBH0M KonMHecrree M npweMneMbix C TOHKM 
3peHna c|)apMaueBTviKM HOcmeneM (npoTOTwn aha 

KOMn03MUMw). 

B npuBeAeHHbix k 3a*BKe npuMepax Ha coot- 
BeTCTByjoinMx MOAennx 6wna noKa3aHa B03MO>KHOCTb 
3c()c|)eKTMBHoro neneHMfl nePiK030B, nnMc|)0M t renaTOM, 
HeMpo6nacTOM, MenanoM m acnpouMTOM, npuneivi Ha 
Kyribiypax KneTOK unTOTOKCunecKUM 3(J)cJ)eKT KOHbK>— 
raTOB 6bin BcerAa Bbiiue (onpeAenfl/iCR no sucny 
norM6iuMx khctok) AewcTBMfl ncxoAHbix umtotokcm- 
necKnx Beiuecra 

MeX3HM3M UMTOTOKCMHeCKOrO ASMCTBMfl KOKbK)— 



raTOB He nonHOCTbK) n3yneH t oah3ko npeAnonaranocb, 
mto 6naroAapfl TOMy, mto Han6onee lumpokmm Ha6op 
m Apon mtmh ecKMx c})epMeHTOB noKann30BaH b nvoo- 
coMax, KOKbtoraT MO>KeT 6biTb CTa6nneH BnnoTb ao 
npouecca 3HA0UWT03a, kotopwm npHBOA^rr k 3(|)ct)eK- 
TviBHOMy npoHMKHOBeHMK) KOKbtornpoBaHHoro ne- 
KapcTBa BHyrpb KneTOK— MumeHeM. 3aTeM asm- 
CTBytomee Hanano BbiCBo6o>KAaeTCfl m npoflBn^eT 
cbok) ncxoAHyK) (J)yHKunoHanbHyK) aioviBHOCTb, 3a cneT 
nero h nponcxoAMT HapacrraHne o6iueM atoviBHOCTvi 
KOHbtoraTa no cpaBHeHnto c HeKOHbtorvipoBaHHbiM 

JieKapCTBOM. 

Oah3ko b AaJibHePioieM 6bino o6Hapy>KeHO f hto 

3(})(J)eKTV1BH0CTb B03AeMCTBMfl cymecTBeHHbiM o6pa30M 

3aBncwT ot cnoco6a BBeAeHkm KOKbioraTOB >kwbot- 
HbiM-onyxoneHOCMTenflMM; ohm 6binn BbicoK03c{)- 

(J)eKTMBHbl npM nOAKO>KHOM BBeAeHMM M OKa3blBa/lM 

numb He3HaHMTenbHbiw s^c^eia npn BHyTpeHHOM 
cnoco6e BBeAeHMR 

TaKoe yMeHbLueHne aKTMBHOcrvt CBfl3aHO npe>KAe 
Bcero c B03MO>KHOCTbto pacu^enjieHMjR nenTviAHOM 
CBA3M cJjepMeHTaMM, C0Aep>namMMMCfl b 6nonom- 

MeCKMX >KMAKOCTflX 0pr3HM3Ma. 

yKa3aHHbiii HeAOCTaTOK ABflfleTca cymecTBeHHbiM 

OrpaHMHeHMeM B npMMeHeHMH H3BeCTHblX KOHbK)raTOB, 

TaK KaK b KTiMHUHecKOw npaKTMKe Heo6xoAMM npe>KAe 
Bcero BHyrpMBeHHbiM cnoco6 BBeAeHMfl npenapaTOB. 

flaribHeMLune nccneAOBaHMH 6binn HanpaBneHbi Ha 
ycrrpaHeHne yKa3aHHoro HeAOCTan<a. 

M3o6peTeHne CTano B03M0>KHbiM b pe3y/ibTaTe 
o6Hapy>KeHMfl HeTpMBnaribHoro c HayHHOM tohkm 
3peHMfl ct»aKra coxpaHeHMfl b nonHOM o6bewie cfiyHK- 

LiMOHanbHblX CBOMCTB MCXOAHblX nacTeM b KOKbwraTe 
FipH MX COeAMHeHMM XMMMHeCKOM CBfl3bK), BblCOKOyC- 
TOMHMBOM K AGMCTBMK) npOTea3 M AP- (ftepMeHTOB 
6MOJ10rMHeCKMX >KMAKOCTeM (CblBOpOTKM KpOBM, JlMMCj)bl, 

BHyrpMKneTOHHoro coAep>KMMoro), TaK KaK umtotok- 
CMnecKMM 3(J)c{)eKT b nonHOM Mepe npoflBnaeTCfl m 6e3 
BbiCBo6o>KAeHMfl AeMCTBywiMero Hanana M3 KOKbioraTa. 

3to no3BonaeT paccsMTbiBaTb Ha B03M0>KH0CTb Ann 
npeAnaraeMbix KOHttoraTOB nprnvieHeHMfl BHyTpM- 
BeHHOro cnoco6a BBeAeHMfl, nponoHmpoBaHHoro 
xapaiaepa c})apMaKOJiorMHecKoro agmctbmji kohi.k)- 
raTOB m npocTO pacaiMp^eT accopTMMeHT cpeAcre 
M3BecTHoro Ha3HaseHMfl. 

TaKMM o6pa30M, npeAMeTOM HacToamero M306- 
peTeHMfl flB/ifltOTca KOKbioraTbi BAB c AOIl, o6na- 
AatoiuMe M36MpaTenbHbiM AeMCTBMeM no OT>ioiiieHMK) k 

paKOBbIM KneTKaM— MMLUeHflM, B KOTOpblX KOKblOrMpO- 
BaHHbie HaCTM COeAMHeHbl BblCOKOyCTOMHMBOM K 

AeMCTBMK) npoTea3 m AP- cJ^epivieHTOB 6MonorvmecKMx 

>KMAKOCTeM XMMMMeCKOM CBfl3bHD. 

K TaKMM CBfBflM OTHOCflT TM03(})MpHbie (npOCTOM 

scfwp), aribAHMMHHbie cbh3m, aMMAHbie (*mna 3mmahom 
cbh3m b KanpoHe) M AP- 

B Hacro^LUMM MOMeHT b KanecTBe HaM6onee on- 
BiManbHbix cnoco6oB nonyneHMfl 3a«BneHHbix KOKb- 
K>raTOB npeAnaraiOTCa ABa cnoco6a. 

ripeAnaraeTca cnoco6 nonyneHMfl KOKbwraTOB BAB 
c AOIl nyreM MOAM(|)MKauMM 6enKOBOM Hacrw Mone- 

Ky^bl ACDR OTHMHMTenbHOM OC06eHHOCTbK) KOToporo 
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HBnaeTCfl to, hto 6e/iOK mjim BAB, coAepwamwe aMvt- 
Horpynny, bboaht bo B3anM0AeMCTBne c cyKuwHMMiwin 
TpaHC— 4— (N— Ma/ieMMMflwriMeTvifi)i4MKnoreKcaH— 1— 
Kap6oKCtuiaTOM (SMCC) nnn N- 

rMAPOKCMCyKUMHMMMAHblM 3(J)Mp0M 3- 

ManenMMAo6eH30HoPi KucnoTbi (MBS), nocne Hero 
ocyiuecTB/ifltOT cuiMBKy nonyneHHoro npow3BOAHoro c 
BAB mv\ 6enK0B0M Hacibio A<t>n, cootb eTCTBe h ho , no 
SH-rpynnaM, KOTopbie npucyTCTBytOT mcxoaho mjim 

BBOA^TCfl AOnOHHHTeJlbHO C nOMOliJbK) CyKMMHMMMA- 

Horo 3(J)npa 3-{2-nwpMAMnAHTMo)nponMOH0BOM kmc- 
noTbi (SPDP). 

TatoKe npeAnaraeTca cnoco6 nonyneHMfi koh*>k>- 
raTOB BAB c A<$n nyieM M0AncJ)MKauMM 6enK0B0M 
Mac™ wioneKynbi AOF!, OTiiMHMTenbHOM oco6eHHOCTbK> 
KOToporo n&nnejcn to, hto ocymecrenfltOT kohagh— 
caunK) aMHHorpynn 6enKa c a/ibAerwAHoPi rpynnoPi, 
mcxoaho C0Aep>KaineMCfl b BAB w/im AononHHTenbHO b 
Hero BBeAeHHoPi nocne aioviBauMM nepMOAaTOM, n 
nocneAyiOLuero BOCcraHOBneHMfl nonynpoAyKTa 
6oprnAPMAOM. 

(lpeAMeTOM HacToamero M3o6peTeHMfl fmnatOTCfl 
Taione ($>apMaueBTviHecKMe KOMno3nunn Ha ocHOBe 
KOHtroraTOB BAB c AOfl b acJ)cJ)eKrMBHOM KonnnecTBe m 



NHR -NH + 

1 2 



Actn 




-0-C-(CH ) -S-S-l^ 



SPDP 



o 




-> R -NH-C-(CH ) 

1 ■■ i 2 2 



-OH 



Hp o Ay k t peaKUMM 



Aono/iHUTenbHbix MoneKyn, bboammnx a^a nocne- 
Ayfoinero o6pa30BaHMfl tmo3(J)mphom cbh3m, ncnonb- 
30BaHbi SMCC n SPDP. 

FlpuMep 1. EcnM BAB C0Aep>KMT CBo6oAHyK) NH - 

rpynny, to CMHTe3 KOKbioraTa npoMCxoAMT cneAyiomMM 
o6pa30M. 

Ha 1-om 3Tane b MoneKyny 6enKa-H0CMTena Act>n 
c noMombK) SPDP bboaat SH-rpynnbi, o6pa3yiomkiecfl 
nocne BOccTaHOBneHMfl -S-S- cba3m b SPDP c no- 
MOLUbto AWTMOTpewTona mv\ MepKanT03TaHona. SPDP 

npucoeAMHfleTCfl k 6enKy no CBo6oAHbiM NH - 

rpynnaM. IlemviAonoAoSHafl CBfl3b, o6pa3yK>maflCfl 
Me>KAy 6enK0M m SPDP, noAo6Ha tom, mto o6pa3yeTCfl 
npn CMHTe3e KanpoHa, m Tatone ycroMHMBa k AewcrBHK) 
npoTeai 

Ha 2-om 3Tane nponcxoAMT BBeAeHwe SMCC b 
MoneKyny BAB. flpn stom b KanecrBe BAB Moryr 6biTb 
wcnonb30BaHbi coeAKHeHna caMbix pa3Hbix KnaccoB: 
6enKM, aHTviSuoTviKM, a htm m eTa 6on MTbi , anKanoMAbi, 

eaiM OHa coAepwaT CBo6oAHyK> NH -rpynny, CB*3b, 



npMeM/ieMbix HoevrreneM, OTnMHMrenbHOM oco6eH- 

HOCTbK) KOTOpblX flBnfleTCfl TO, HTO B lOHeCTBe KOKb- 

joraTOB ohm C0Aep>KaT KOHbtoraTbi, onMcaHHbie Bbnue, m 
HOCMTenM, npMroAHbie Ann BHyrpM BeHHoro BBeAeHMR 

ripM 3T0M HOCMTeneM MO>KeT 6blTb (J)M3M0J10rM- 

necKMM pacTBop, cfcoccfraTHO-coneBOM pacrBop, 
o6e36onMBaK)iMMe npenapa™, HanpMMep hobojomh, 

npOTVIBOMMKpo6Hbie r npOTMBOBMpyCHbie M npOTMBO— 

napa3MTapHbie cpeAcrea; cpeACTBa, perynMpywLMMe 
MeTa6onMwecKMe npoueccbi, Apyrvte npenapa™, 
npMMeHfleMbie a^ neneHMfl OHKonomHecKMX 6onbHbix 
(3a MCKnjoneHMeM anKMJiMpyroinMX npenapaTOB). 

HM>Ke npMBeAeHbi npwMepw, A0Ka3biBaK)LUMe 
B03M0>KH0CTb Mcnonb30BaHwa npeAnaraeMbix koh^- 
toraTOB no yKa3aHH0My Ha3HaneHMK). 

llpMMep 1-2. Kom>K>raTbi AOI1-BAB, nonynaeMbie 

C 06pd30B3HMeM npOCTOM TM03(t)MpHOM CBA3M. 

Cnoco6 nonyneHMfl ocHOBaH Ha bbcaghmm b Mo- 
neKyny BAB m 6enKa-HOCMTena AononHMTenbHbix 
Mone«yn, nocneAyiouuee B3aMMOAeMCTBMe Me>KAy 
KOTOpbiMM npMBOAMT k o6pa30BaHMio HernApo^^yeMOM 
tmo3c(dmphom CB33M Me>KAy BAB M A<t>H BBeAeHwe 
AononHMTenbHbix Mone«yn npoMCxoAMT no CBo6oAHbiM 



* m SH-rpynnaM 6enKaH0CMTena mjim BAB. B KaMecree 




o6pa3yK)inaflCfl Me>KAy SMCC m BAB, ycroMMMBa k 
AePiCTBMio npoTea3 6naroAapa npMcyTCTBMK) umioio- 
reKCMna. 

Ha 3-m 3Tane npoMCxoAMT co6cTBeHHO CMHTe3 
KOHbJoraTa AOI1 c BAB, b kotopom BAB npMCoeAMHeH k 

AOn C nOMOLUbK) TM03C()MpH0M CBA3M. 

no 3T0My MeTOAy Moryr 6biTb nojiyseHbi KOHi^toraTbi 

C AH(J)TepMMHbIM TOKCMHOM, pMl^MHOM, pM6oHyKnea30M r 

acnaparviHa30M, MeTOTpeKcaTOM, AsynoMMi^MHOM, py- 

60MMI4MHOM, AOKCOpySMUMHOM, KapMMHOMMUMHOM M 

ApyrviMM NH -C0Aep>KamMMM BAB. 

rionyweHMe KOHbioraTOB c Mcnonb30BaHMeM He- 
rviAponM3yeM0M clumbkm (SMCC). 

HM>ne npMBeAeHa KOHKpeTHafi MeTOAMKa nony- 
seHM« KOhfbioraTa AcDn c AOKCopyfiwuMHOM (flP). 

1. MoAMcfiMKauMfl AOn c noMoaibK) SPDP. 

2 

MeTOAMKa. AOFI pacTBopanM b a6mohm30B3hhom 
BOAe m M3MepanM KOHueHTpauMK) 6enKa no MeTOAy 
Lowry. 1 Mn pacreopa Acpn b AeM0HM30BaHH0M boas 
(KOHueHTpauMK AcDfl 1 Mr/Mn) jxnanmosanw nponiB 
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0 t 01 M cJ)occJ)aTHoro coneBoro 6y(fcepa (pH 7,4) m 
flo6aBnnnn (npn nocroAHHOM nepeMeujUBaHnn) 4 mkti 
pacrBopa 2,5 Mr SPDP bImji MeTaHona (Fluka). CNiecb 
MHKy6npoBann npn komhsthom TeMnepaiype b TeneHMe 



2 h, nocne nero Ao6aBJiflJw cyxoPi DTT ao kohchhoii 
KOHuempauuM 20 mM (3,1 Mr DTT), a 3aTeM TpexK- 
paTHO AMann30Ba/iM npoTMB 0 f 01 M <t>occt)aTHoro co- 



O 



R - NH + 

2 2 



0 












0 


0 




flp 



neBoro 6yct»epa (pH 7,4) b TeseHwe cyroK npn +4 




SMCC 



■»R - NH - C 

2 



O 



-OH 



O 

flpoflyKT peaKUMM 




2. OnpefleneHne creneHM MOAncJ)MKaunM AcDD. 
TmpoBaHMe ariMKBOTbi c 5,5-amtmo-6mc-2- 
Hmpo6eH3oiiHOM khcjiotow noKa3ano, HTO OAHa MO- 
neKyna MOAncJ)ni4MpoBaHHoro AOfl coAepwana b 
cpeAHeM ABe CBo6oAHt>ie cynb(jx>rwApmibHbie rpynnbi 

3. MoAncJ)MKauMfl MoneKynbi flP. 



MeTOAMKa. K 26 mkti pacreopa 1 Mr flP b 1 mji 0,01 
M c{)occt)aT>ioro 6ycJ)epa Ao6aBJiflnn 4 mkti pacreopa 
2,6 Mr SMCC b 1 mji flMCO (Sigma). CMecb MHKy6n- 
poBanw npM KOMHaTHOvi TeMnepaiype b TeneHne 1,5 h. 

4. Cnme3 KOKbtoraTOB AOII-flP. 

0 



R -NH-C-(CH ) -SH+R -NH-C 

1 ,,2 2 2 



O 

AcJTI/ o6pa6oT aHHbiPi 
SPDP m DTT 




flP/o6pa6oT aHHbiM 
SMCC 



R -NH-C 

2 




0 

KoHi»tor aT 

MeTOAHKa. K flP, o6pa6oT3HHOMy c noMOinbio 
SMCC, AoSaBJiflnw 1 Mr MOAMcfiMUkipoBaHHoro AOI1, 
MHKy6npoBajin b TeneHMe 12-18 h npw 

A 

+4KoHueHT pauwfl flP : C =g Cm 

AP 480, AP 

TpexKpaTHO Anafiw308ajin npoTMB 0,01 M (fcoccfcaTHoro 

coneBoro 6ycJ)epa (pH 7,4) b TeneHne cyroK npn +4° C. 

nonyweHHbiPi KOKbtoraT wAeHTuctjuuMpoBann c 
noMOLUbK) MeTOAOB renbcJ)nnbTpauMM m 3neKrpocJ)ope3a. 

5. OnpeAeneHne cooTHOiueHMfl A<t>l~l: flP b nony- 
neHHOM KOKbtoraTe: 

a) M3Mepflnn omviHecKyK) nnoTNOCTb nonyneHHbix 
Kom>K>raTOB Ha cneKrpoct>OTOMeTpe (Hitachi) npn 
AnMHax bojih 280 m 480 hm m paccHwrbiBanw koh- 



ueHTpaunto flP (C° ) no c|)opMyne: 

^Tb 96— nyHOHHyK) nnaTy bhocmjim no 200 mkh 
nccneAyeMoro KOKbJoraia flP c KOHueHTpauwew no 
AOKCopy6nunHy ot 10 ao 50 mkM m M3Mepflnn nor- 
nomeHwe pacreopa Ha MHoronaHanbHOM cneKipo- 
<})0T0MeTpe "Multiscan" npw AnuHe BonHbi 450 hm. flna 
Ka>KAoro onpeAeneHnfl crponjin Kann6poBOMHyK) 
KpuByto, n3Mep^fl nor/iotueHne CMecefi A<t>n c M3- 
BecrHbiMM KOJiMHecTBaMM flP. l/l3MepeHne mo>kho 6wno 

npOBOAHTb AO MCTeHeHMfl 1 H XpaHeHMfl npM K0MH3TH0M 

TeMnepaiype. 

MonapHoe OTHOLueHiie AcDII: flP b KOHtwraTe 
OKa3anocb paBHbiM 1: 2. 
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C UeJlbK) On7VlMM3aUMM 06meM MeTOAMKM rOTOBMHM 

t3k>kg KOHttoraTbi, AoSaBfiaa k 1 Mr AOn b 1 mh 0,01 
M d>occJ)aTHoro coneBoro 6y<fcepa (pH 7,4) 8, 12 m 16 



M«n pacrrBopa 2,5 Mr SPDP b 1 mji Meranona. CMecb 
MHKy6npOBajin KaK npn komh3thom TeMnepaiype (2 h), 



R -NH + 

1 2 



T3K m 12 m npw+4 




Aon 




SMCC 



R - NH - C 

2 




CH -N 

2 



-OH 



0 

FlpoAyKT peaKUMM 




flna KOKbwrnpoBaHMfl 6pariM 26; 52,5 m 105 mkti 
pacTBopa 1 Mr flP b 1 mji 0,01 M (Jx>cct)aTHoro cone- 
Boro 6ycJ)epa f pH 7,4. 

B pe3ynbTaTe 6binn nojiyneHbi KOHtJoraTbi c mo- 
nflpHbiM OTHOiueHneM AOri: flP ot 1: 2 ao 1: 6. 

ToKCMHHOCTb nonyneHHbix KOKbioraTOB TecTMpoBanvi 
Ha riMHMM KneTOK MenoBesecKOM jiMM(t>o6jiacTOMbi QOS. 
Han6onee skthbhum OKa3anca KO»fbtoraT c MonnpHbiM 
OTHOLLieHMeM AcDri: flP 1: 3, npw M0Anc|)MKaunM AOI1 c 

noMOLMbto SPDP b TeneHkie 12 h npM +4° Q 

flaHHbie no cbomctb3m KOHtioraTOB npMBeAeHbi b 
Ta6n. 1. 

ripMMep 2. KoKbtoraTbi AOn c BAB, coAepwamwMH 
SH- rpynny mjim -S-CH (HanpuMep, c KannxeMnunHOM), 
Moryr 6biTb nonyseHbi cneAytomuM o6pa30M. 

Ha 1-om 3Tane nponcxoAMT BOCcrraHOBJieHMe S S- 

CBA3M Ka/lMXeMMUMHa C nOMOUUbK) AUTMOTpeMTona MJIM 

MepKanT03TaHona. Ecjim MoneKyna BAB ywe coasp>kmt 
CBo6oAHyK) SH-rpynny, TaKoe BOCcraHOB/ieHMe He 



OH OH 



TeneHMe cyTOK npM +4R -S-S-S-CH + 

2 3 



KX 



2. MoAMc|)MKauMfl MO/ieKynbi KX 




Tpe6yeTCfl. 

Ha 2-om 3Tane hpomcxoamt BBeAeHMe SMCC b 
MoneKyny AcDII. 

Ha 3-m 3Tane npoMexoAMT CMHTe3 KOKbKDraia AOn 
c BAB c o6pa30BaHMeM tmoscJwphom cb«3m. 

ripMMep nojiyseHMa KOHttoraTa AOI1 c Ka/iMxe- 

MMUMHOM (KX). 

1. MoAMc})MKauMfl AOn c noMOiubK) SMCC. 



MeTOAMKa. AOI1 pacrBopflnw b a6MOhm30B3hhom 
BOAe m M3MepjinM KOHi4eHTpai4MK) 6enKa no MeTOAy 
Lowry. 1 Mn pacTBopa AOn b AGM0HM30BaHH0M boag 
(KOHLiempauMfl AOfl 1 mv/mh) AManw30BanM npoTMB 
0,01 M (t)oc4)aTHoro coneBoro Sycjjepa (pH 7,4) m 
Ao6aBnnnM (npM nocTO^HHOM nepeMeujMBaHMM) 4 M«n 
pacTBopa 2,6 Mr SMCC b 1 m/i AMCO (Sigma). CMecb 
MHKy6wpOB3HM npM KOMHamoM TeMnepaiype b TeneHMe 
1,5 h, nocne nero TpexnpaTHO AwanM30BanM npoTMB 
0,01 M cfcoccfraTHoro coneBoro 6ycf>epa (pH 7,4) b 



— — — ^ R -S-SH+CH SH^C. 
OH OH 2 3 



DTT 



^ s /* npo Ay kt 



peaKUMM 



0 



MeTOAMKa. K 57 MKn pacrreopa 1 Mr KX b 1 mji 
STM/iOBoro cnwpTa AoSaBnanM 1 mji pacreopa 3 Mr 
AMTMOTpemona (DTT) b 1 mji 0,01 M cfroccfraTHoro 
coneBoro 6yc{)epa (pH 7,4), MHKy6MpoB3JiM CMecb npM 
K0MH3TH0M TeMnepaType b TeseHMe 1 h, 33M0pa>KMBajiM 

B >KMAK0M a30Te M JlM0C{)MnM3Mp0BanM. 

3. CwHTe3 KOKbwraTOB AOfl-KX 




R -NH-C 
i 



O 0 
AflO/ o6pa6oTaHHbiM 
SMCC 



+HS-S-R 



KX, o6pa6oTaHHbiM 



DTT 



O 



■» R -NH-C 
l 




PC 



KOHbKT aT 

MeTOAMKa. K o6pa6oT3HHOMy c noMOiubto DTT m 



S-R 
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jiMO(J)MnM3MpoBaHHOMy KX AoSaanann 1 Mr moam- 

A 

h npn 44KoHueHTpaunfl KX: C 



(J)MUnpoBaHHoro Acpfl, HHKyGnpOBa/iM b TeneHMe 12013 



333 



KX 



333 , KX 



C m TpexKpaTHO Ananw30Bami npOTMB 0,01 M 



KoHueHTpauwfl ActTI: C 



ActfT 



A -(3xA ) 

280 333 

E 

333 , ACtTI 



(J)occJ)aTHoro coneBoro 6ycf)epa (pH 7,4) b TeneHne 
cyroK npw +4 C. 

IIOJiyHeHHblM KOhTbWraT MAeHTVICt)MUMpOBanM c 

noMOU4bio MeTOAOB renbcfcuribTpauMM m 3neKTpoc|)ope3a. 

4. OnpeAeneHMe cooTHomeHkm A0l~l: KX b nony- 
neHHOM KOKbioraTe: 



a) M3MepHJin onTMMecKyK) nnoTHOCTb nonyHeHHbix 
KOKbioraTOB Ha cneiopocfcoTOMeTpe (Hitachi) npn 
AnwHax bo/ih 280 w 333 hm m paccsvrrbiBann koh- 
ueHTpauMM no cfropMynaM: 

o 

6) B 96— JiyHOMHyio njiaiy bhochtim no 200 MKn 



0,00025 h pacTBopa KMnOR - 



JO 

C X +H N 
\l 2 



-R 



R -C = 



peMewMBaHMM no 50 MKn wccneAyeMoro pacTBopa KX 
(KOKbKDraia KX) c KOHLiempauweM no Kani/ixeMwuwHy ot 
100 ao 400 hM. flenann Tatone KomponbHyio pac- 
TMTpoBKy KX flocne nepeMewHBaHMfl MHKy6npoBann b 

TeHGHMe 1 h npw 40 C (ao 3aMe-moro o6ecuBeHM- 

4 

BaHMfl 400 hM pacTBopa KX) m w3Mepflnn nornomeHwe 
pacreopa Ha MHoroKaHanbHOM cneKTpocJ)OTOMeTpe 
"Multiscan" npw AnMHe BonHbi 540 hm. kbMepeHne 

MO>KHO 6binO npOBOAMTb AO MCTeneHMfl 1 h xpaHeHMfl 

npn komh3thom TeMnepaType. 

npHMenaHne: pacreop KMnO° xpaHHTcn npn 
KOMHaTHOw Tewinepaiype He Sonee 1 HeAenn 

MonapHoe OTHOweHne AOI1: KX b KOKbtoraie 
OKa3anocb paBHbiM 1: 2. 

C uenbio onTviMM3aunn o6u\e\A MeTOAMKM roTOBunw 
TaioKe KOKbioraibi, Ao6aBnflfl k 1 Mr AOn b 1 win 0,01 
M (t)OC<t>aTHoro coneBoro 6yc{)epa (pH 7,4) 8, 12 m 16 
MKn pacTBopa 2,6 Mr SMCC b 1 mji flMCO (Sigma). 
CMecb nHKy6npoBann KaK npw KOMHaTHOM TeMnepaiype 

(2 h), T3K m 12nnpn+4 . 

fin?! KOH*bK)mpoBaHMfl Spanw 57; 114 m 228 mkh 
pacTBopa 1 Mr KX b 1 Mn siwiOBoro cnwpTa. 

B pe3ynbTaTe 6binM nonyneHbi KOH^ioraTbi c mo- 
nfipHbiM OTwotueHweM AOri: KX ot 1; 2 ao 1: 8. 

ToKCMHHOCTb nonyneHHbix KOKbtoraTOBTecTvipoBanw 
Ha nMHMM KneTOK nenoBenecKOM nnM({)o6nacTOMbi QOS. 
Han6onee aKTMBHbiM OKa3anca KOKbtoraT c MonapHbiM 
OTHOLueHkieM Acpri: KX 1:4, npw moam(£)I4K314mm AOn c 

noMombK) SMCC b TeneHMe 12 h npn +4° C. 

flaHHwe no cbomctb3m KOhrbtoraTOB npuBeAeHbi b 
Ta6n. 2. 

ripMMep 3. KoHtwraTbi AOI1-EAB, nonynaeMbie c 
o6pa30BanneM a30MeTWHOBOw cba3m. 

HeniAponn3yeMafl a30MeTMH08afl CBfUb AOn c 
BAB M0>KeT 6biTb nonyMeHa npw HenocpeAcreeHHOM 
B3a mmo agmctbhm anbAerwAHoii rpynnw BAB c NH - 
rpynnow AOR Flo 3T0My MeTOAy Moryr 6bi7b nonyseHbi 
KOHbioraTbi A&n c bmhkpmctvihom (BK). nocKonbKy 
MoneKyna BMHKpucnviHa y>ne coAep>Kvrr anbAerMAHyro 
rpynny, Kom>K>raT AcDfl c BK MO>KeT 6brrb nonyneH npn 



I 

H 



N - R +H Ob AenoHti30BaHHofi boas m npn ne- 



HenocpeACTBeHHOM B3anMOAeMCTBnn pacrreopoB 
yKa3aHHbix Bemecrre b 0,1 M Kap6oH3THOM 6ycf>epe (pH 
9,0) no cxeMe: 



R BAB 
i 

R 2 6enoK-HOCMTenb (A<pn). 

MeTOAMKa. AOn pacrreopflnn b AncTwnnwpoBaHHOM 
BOAe m M3Mepnnn KOHuempauHto 6enna no MeTOAy 
Lowry 1 Mn pacreopa AOn b AncrnnnMpoBaHHOw B0j\e 
(KOHueHTpauwH AOn 1 Mr/Mn) Anann30BanM npoTMB 
0,1 M Kap6oHaTHoro 6ycJ)epa (pH 9,0) m Ao6aBn^nn 
(npn nocTOAHHOM nepeMeLUMBaHUki) 41 MKn pacTBopa, 
coAep>KaLuero 1 Mr BUHKpMCTMHa b 1 mji Toro >Ke 
6y4>epa. CMecb nHKy6npoBann npn komh3thom TeM- 
nepaiype b TeneHne 2 m, nocne sero TpexKpaTHO 
Anann30Bann npoiviB 0,01 M (pH 7,4) b TeneHne cyroK 

npn +4° C. (lonyMeHHbiM KOKbioraT nAemvi(t)MUMpoBanM 
c noMombK) MeTOAOB renbcfinnbTpanMM m anetopo- 
ct)ope3a. 

FlpHMep 4. 3ct)(J)eKTMBH0CTb KOKbtOraTOB AOn, 

coAep>KamMX HernAponw3yeMyK) CBfl3b c AOKCopy- 
6mumhom, b OTHOiueHMM onyxoneBbix KneTOK pa3nnHHbix 
nMHuw, oueHUBaeMafl no mx Bbi>KMBaeM0CTM. 

flePicTBMe nonyneHHbix no npwMepy 1 KOhfbioraTOB 
6bino nccneAOBaHO Ha cneAywmux nMHMflx KneTOK 
T-KneTOHHa^ nnM(J)OMa nenoBeKa nnHnn QOS, Kap- 
141/iHOMa AMHHMKa nenoBeKa nMHMH SROV3 m pe3nc- 
TeHTHaa nnHkia KapunHOMbi flUHHWKa nenoBeKa, 
3KcnpeccnpyK)mafl reH MHO>KecTBeHHOM ycTOMHUBocni, 
SKVLB. 

ripoTOKon ncnwTaHMM 6bin o6luhm Anfl Bcex npo- 
BeASHHbix McnbiTaHMii m cocrrofln b cneAywmeM. Kneixn 
T-xneTOHHOM nuMcfiOMbi nenoBeKa nviHuvi QOS, Kap- 
UHHOMbi AUHHMKa nenoBeKa SKOV3 m SKVLB KynbTw- 
BwpoBann b nnacrviKOBbix 4)naKOHax (Costar) b cpeAe 
RPMI 1640 c Ao6aBneHneM 10%-hom cJ)eTanbHOM 
CbiBopoTKM KpynHoro poraToro CKOTa (Gibco), 100 
efxjm neHMUMJinnHa m 100 mkt/Wi crpenTOMMMMHa 

(Gibco) npn 37° C b ysna>KHeHHOM anvtoccfcepe, co- 



in 



PC 
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AepwameM 5% CO . 

Hnfl KOnHMeCTBeHHOM OljeHKM Bbl>KMBaeMOCTM 

KneTOK npw jxencmm pa3/iMHHbix npenapaTOB mx mh- 
Ky6npoBann b 9&-nyH0HHbix nnaHiueTax c pa3fiMHHbiMM 
KOHueHTpauMAMH MCcneAyeMbix Bemecre (no Tpn 
napannenbHbix M3MepeHM« Ana Ka>KflOM KOHueHTpa- 
Umm) b TeneHMe 3 cyroK, 3aTeM Ha 2-4 h AoSaBnanM 50 
mkti pacrreopa (1 Mr/win) MTT 3-(4,5- 
AMMeTMJi"rvia30Ji-2-iiJi)-2,5-flMct)eHMnTeTpa3onkifl 
6poMMAa) b cpeAe k 200 mkti cpeAbi c KneiKaMM. 
riocne pa3BMTMfl OKpacKM cpeAy yjxsnnniA, KpucTan/ibi 
cJ)opMa3aHa pacTBopanM b 150 mkti AHMeTvuicy/ib- 

(j)OKCMAa M M3MepflJlM MHTeHCMBHOCTb OKp3CKM npM 540 

hm Ha MHoroKaHa/ibHOM cneKrpocJ)OTOMeTpe. Bbi>KM- 
BaerviocTb KneTOK oueHMBaxiM b npoueHTax ot coot- 
BeTCTBytomero kohtpojir 

Ha <$>vir. 1 npeAdaBneHbi AaHHbie o Bbi>KMBaeM0CTM 
KneTOK KapunHOMbi AMHHMKa nenoBeKa nnHMM SKOV3 
npn nHKy6aunM c AOKCopy6nunHOM (flP) hjim c kohts— 
loraTaMM AcDH-flP c mAponM3yeMOM (t) mjim HerviA- 
ponw3yeMOM (HQ CBH3bK>. 143 3tmx AaHHbix cneAyeT, hto 
06a KOKbwraTa 3HanviTenbH0 6onee TOKCMHHbi, neivi 

CB060AHbll4 flP B OTHOLLieHMM KneTOK SKOV3, a TOK- 
CMHHOCTb KOKblOraTOB A<t>l~I-flP C r H Hr CBfl3bK) 

6nn3Ka. 

Ha ct)nr. 2 npeACTaBneHbi AaHHbie o Bbi>KMBaeMOCTM 
KneTOK KapunHOMbi flMHHMKa MenoBeKa hmhmm SKVLB, 

yCTOMHMBblX K AGMCTBMK) flPK, npM MHKy6ai4MM C 
KOHbKDraTaMU AOH: flP C T H Hr CBfl3bK) COOTBeTCT— 
BeHHO. 3tM ASHHWe A^MOHCTpMpyiOT BblCOKytO umto- 

TOKCMnecKyK) aKTMBHOCTb KOHttoraTOB AOri: flP c Hr 
CBfl3bto m b OTHOiueHMH jimhmm KneTOK, o6naAaK>mMX 

MHO>KeCTBeHHOM JieKapCTBeHHOM yCTOMHMBOCTbK), 

o6ycnoBneHHOM 3KcnpeccnePi reHa mdrL 

ripn ncnojib30BaHMM cxewibi 3KcnepnMeHTa c ot- 
MbiBSHneM npenapaTa nepe3 1 h MHKy6ai4MM n 6e3 

OTMblBaHMfl KOHtJOraTOB C Hr (A) M r (B) CBfl3bK), OKa- 

3anocb t hto npM ncnojib30BaHHM HP cba3m IC50 npn 
nHKy6ai4MH 6e3 OTMbiBaHun B03pacraeT b 20 pa3 no 
cpaBHeHMto c IC50 ajih BapwaHTa c oTMbiBaHweM 
npenapaTa cnycra 1 h ot Hanana nHKy6aunw (cj)nr. 3A). 
B to >Ke BpeMfl npn tom >Ke cxeivie SKcnepnivieHTa npn T 
CBA3M AcDn-flP IC50 npn MHKy6aunn 6e3 OTMbiBannfl 
B03pacraeT numb b 7-8 pa3 (ctinr. 3B), hto CBMAe— 
Te/ibCTByeT o MeHbiuePi creneHM AerpaAauMM kohv- 
toraTa c Hr CBfl3bK), t. e. npM ncnonb30BaHnn KOHtwraTa, 
nonyneHHoro b cooTBeTCTBun c AaHHbiM M3o6peTeHneM. 
M3 npeACTaB/ieHHbix pe3ynbTaTOB cneAyeT, hto 



KOKbioraTbi, nonyneHHbie no npuMepy 1, oSnaAatoT 

T3KMM >Ke ypOBHeM UMTOTOKCMMeCKOM aKTMBHOCTM, KaK 

KOHiiK>raTbi ( nonyneHHbie no npoTOTwny m, ohm cox- 

paHHK)T CBOM CBOMCTBa M B K0MnO3KUMflX, T. k. 3Kcne- 

puMembi Ha Kynbiypax KneTOK npoBOAnnn c ncnonb- 
30BaHneM KynbTypanbHOM cpeAbi, kbk 6e3 aHTM6no- 
tmkob ( T3K m c Ao6aBJieHneM neHMuwnnnHa w apen- 

TOMHUHHa. 

ripuMep 5. flpoTMBOonyxoneBan 3(J)ct)eKTviBH0CTb 
nonyneHHoro no npniviepy 1 KOHtroraTa AOIl c aok- 

C0py6H!4MH0M B KOMn03HUMM c c{)H3MonorviHecKviM 

pacreopoM na MOAenn nepeBUBaeivibix onyxonew 

MblLUeM. 

flnfl nccneAOBaHna npoTviBOonyxoneBoro AeMCTBMfi 
KOHTbK>raTOB AOfl c flP, nonyneHHbix KaK onwcaHO b 
npniviepe 1 (HI~-CBfl3b) m b npoTOTune (r-CB«3b), 
bboahjih b cyTOHHOM A03e 140 w\]a 280 mkt/kt npe- 
napaTa. 

flna oueHKM TepaneBTVinecKOM aKTMBHOcni npe- 
napaTOB b OTTHOiueHMM cojiMAHbix onyxonew, nony- 
neHHbix npw n/K BBeAeHUM MbiwaM onyxoneBbix KneTOK 
nMHMM P388 Mcnonb30BanM b/b cnocoS BBeAeHMfl 
npenapaTOB. nonyneHHbie pe3ynbTaibi npeAcraB/ieHbi b 
Ta6n. 3 m Ha (Jwr. 4. flpenapaTbi BBeAeHbi b/b b A03e 
140 mv\ 280 mkt/kt no flP no cxeivie 3 pa3a no 1 

MKbeKUMM pa3 B TpM J\Hf\. 

M3 AaHHbix, npeACTaBneHHbix b Ta6n. 3, cneAyeT, 
hto 3aHBJifleMbiM KOH"bK)raT no3B0JiaeT nonynMTb Te- 
paneBTMnecKMM acfxtieKT npM b/b cnoco6e BBeAeHMfl 
npenapaTa, kotopwm oueHMBanca no ycn>K >KMBOTHbix, 
nacroTe o6pa30BaHMfl onyxonew m nacroTe cnynaeB 
M3neneHMfl. 

H3 c|)Mr. 4 cneAyeT, hto nonyneHHbiM no npMMepy 1 
KOHtioraT AOri: flP c Hr CBH3bto 3aivieAnfln BpeMH 
noflBneHMfl onyxoneM m CKopocrb mx pocra. TopMO- 
>KeHMe pocTa onyxonM npM A03e 140 mkt/kt m 280 

MKr/KT COCTaBMnO 68,2 M 88,5% COOTBeTCTBeHHO. 

Ta«MM o6pa30M, noKa3aHO, hto npM Mcnonb30B3HMM 
Hr clumbkm flP c AOn yAaeTCfl nonynMTb 3cj)cJ)eK- 

TMBHblM npM B/B BBeAeHMM KOhTbtOraT. flnfl OnTMMM3aUMM 

AeMCTBMfl TaKMX KOHtwraTOB c flP m KX 6yAeT OTpa- 
6oTaHa cneqManbHa^ cxeiwa m Bbi6paHbi A03bi b/b 
BBeAeHMfl npenapaTOB. 

OapMaueBTVIHeCKMe KOMn03MMMM Anfl MKbeKUMM 

nonynaiOT pacreopeHMeM KOKbtoraTa b cf)M3pacTBope 
m^m cJ)occt>aTO-coneBOM pacreope. PH pacrBopoB 
OKono 7,4. KoHueHTpauMfl KOKbioraTa b pacreope 
cocTaBnaeT 15-35 Mr/ivui. 



Oopivryjia H3o6peTeHHH 



1. KoHbJoraTbi 6MonorMnecKM aKTMBHbix BemecTB c 
a/ib(})a-cJ)eTonpoTeMHOM, o6naAa»OLAMe M36Mpa- 
TenbHbiM AGMCTBMeM no OTHOLueHMto k paKOBbiM ony- 

XOH«M, B KOTOpblX KOKbK)fMpOBaHHbie H3CTM COeAMHCHbl 
XMMMHeCKOM CBfl3bK), yCTOMHMBOM K f\Q\ACTB\A\0 npOTea3 M 

Apyrvix cJ)epivieHTOB 6MonorMHecKMX >KMAKOcreM. 

2 KoKbioraTbi no n. 1, b KOTopwx b KanecTBe 6mo- 
norMnecKM atoviBHoro Bemecrea coAep>KMTCfl Ka/iM- 

XeMMUMH. 



3. Cnoco6 nonyneHMfl KOHtroraTOB SMonorMnecKM 
aKTMBHbix BemecrrB c arib({)a-(t)eTonpoTeMHOM r 

BKnK>HaK)LUMV1 XMMMHeCKOe CBfl3blBaHMe K0H*bK)m— 

pyeMbix nacTeM c Mcnonb30BaHMeM M0AMC|)MUMpyK)iJ4MX 
areHTOB, OTnMnaiOLUMMCfl TeM, hto yKa3aHHbiM 6enoK 
mjim 6MonorMHecKM aKTMBHoe Bemecreo, coAepwaiuMe 
aMMHorpynny, bboa^t bo B33 MMOAeMCTBMe c cyKUM- 

HMMMAMJl— Tp3HC— 4— (N— Ma/ieMMMAH^l - * 

Mewi)uMKnoreKcaH-l-Kap6oKCMjiaTOM, nocne nero 
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ocymecTBflHK)T ctuuBKy nonyHeHHoro npow3BOAHoro c 

6M0n0rMMeCKM 3KTMBHblM BemeCTBOM WW 6e/lK0B0M 

nacTbio ajib(f)a-(t»eTonpoTeMHa cootb eTCTBe h h o no 
SH-rpynnaM, KOTopbie npucyTOByiOT mcxoaho win 

BBOAATCfl flOnOJlHUTe/lbHO C nOMOLUbK) CyKUMHMMMA- 

Horo 3(J)npa 3-{2-nnpMflMJiflMTvio)nponMOHOBOPi kmc- 

JlOTbl. 

4. Cnoco6 nonyneHMfl KOHttoraTOB 6nonorvmecKM 
aKTMBHbix BeiuecTB c ajib(J)a — (J)eTonpoTenHOM c 

nOMOLUbK) M0AM(})MKai4MM 6ejlK0B0W HaCTM MoneKynbi 

anb(J)a-(J)eTonpoTeMHa ( OT/iwHaiomMMCfl TeM, hto 
ocymecrBJifltOT KOHAeHcauwto aMHHorpynn 6ent<a c 
anbAerviAHOM rpynnoPi, coAepwamertca b 6no/iom- 



secKM aicrviBHOM BeinecrBe mcxoaho Mfiw aofio/ihh- 
TenbHO b Hero bbgaghhom nocne aKTvrcauuM nepno- 
AaTOM, m nocneAyroiuero BOCcraHOBneHMfl nonynpo- 
AyKTa 6oprnAPMAOM, 

5. OapiviaueBTviHecKafl KOMno3nukiR coAepwamaa 
KOhrworaT SnonorMHecKM aKTMBHoro Bemecrea c 
anbcfra-cfreTonpoTeiiHOM m cfiapMaueBiviHecKM npw- 
eivuieMbiM Hoouejib, OTJiMHaiomaflCfl TeM, mto ona 
coAep>KMT 3(J)cJ)eKTviBHoe KonwHecTBO Kom>K>raHTa, B 
kotopom KOKbtorvipoBaHHbie nacrvt coeAMHeHbi yc- 

TOMHMBOM K npOTeonH3y XMMMMeCKOM CBfl3bK), l/l HOCM- 

Te/ib, npuroAHbifi Ana BHyrpuBeHHoro BBeAeHMR 



Ta5jiHUbi 



Ta6jiHqa 1 



N 



MeTOflHKa npHroTOBJieHMa 



nn KOHtDraTOB 



CooTHomeHHe 
A$n : flP 



b nojiyneHHOM 



BbiacHBaeMocTb 

K JI6TOK QOS, 



% 



KOHtroraTe 



1 . K nojiyneHHOMy npH 20 C 

b TeneHHe 2 h h oTflHaJiH- 

30B3HH0My AM-SPDP (1:2) 

Ao6aBJiHJiH 3 moji £P ( onH- 

caHHe cM.Bume) 

0 

2. CM.l, +4 C, HOHb, 

A«I-SPDP:flP = 1:6 

3. Cm. 2, AM-SPDP = 1:4 

o 

4. Cm. 3, +20 C, 2 H , 
AM-SPDP:^P = 1:12 

5. Cm. 4, A*n:SPDP =1:8 



1:2 



1:2 
1:3 



1:4 
1:6 
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Ta6JiHqa 2 


N 


MeTOflHKa npHroTOB jneHHH 


COOTHOmeHH 


BUXHBa MOCTb 


nn 


KOHtlOraTOB 


A§n : KX 

B riOJiyHSHHOM 

KOHtioraTe 


KJieTOK QOS, 


1 . 


K noJiyneHHOMy npH 20 C 
b TeneHHe 2 h h oT^HajiH- 








3OB3HH0My A$I1-SMCC (1:2) 


1:2 


63 . 




flo6aBJiHJiH 3 moji KX (onn- 








caHHe cM.Bbiine) 


- 




2. 


Cm.1,+4 C ; Hoqb,A$n-SMCC:KX 


— 






1:6 


1:2 


78 


3. 


Cm. 2 ,A$n-SMCC=l : 4 


1:4 


5 


4. 


Cm . 3 , +20^ C , 2h , AMI-SMCC : KX= 








1: 12 


1:4 


31 


5. 


CM.4,A*ri:SMCC=l:8 


1:6 


7 




p 
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Ta6JiHqa 3 

npoTHBOonyxojieBaH aKTHBHOCTb KOHbioraTOB A$n c 4P c Hr 
h r cmHBKoft npn JieneHHH cojihahoh $opmzj nepeBHBaeMoft 

onyxojiH jihhhh P388 . 



IIpenapaT, YCIIJK,% MacTOTa *IacTOTa cjiynaeB 

MKT / KT 06pa3OBaHHH H3JieMeHHH , % 

onyxojieft , % 



KOHTpOJIb - 100 0 

A$n : flP , r 

140 -7,1 100 0 

280 0 100 0 



A$II : / Hr 
140 
280 



26 ,0 
75,0 



80 
60 



20 
40 
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